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(PCT Rule 47.1(c), first sentence) 


Date of mailing (day/month/year) 
26 April 2001 (26.04.01) 


To: 


ARUGA, Mitsuyuki 


Kyodo Building 


3-6, Nihonbashiningyocho 1-chome 


Chuo-ku 

Tnkvo 103-0013 / 


japon r 



Applicant's or agent 1 s file reference 
TH0024 

IMPORTANT NOTICE 

International application No. 
PCT/JP00/07216 

International filing date (day/month/year) 
18 October 2000 (18.10.00) 

Priority date (day/month/year) 

19 October 1999 (19.10.99) 

Applicant 

TAIHO PHARMACEUTICAL CO., LTD. et al ' 


1 Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

US 


In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

CA,EP 


The communication will be made to those.Offices only upon their request Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
26 April 2001 (26.04.01) under No. WO 01/29207 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 1 9 months from the priority date. 

It is the applicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant s Guide. 


The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 


Facsimile No. (41-22) 740.14.35 


Authorized officer 

J. Zahra 

Telephone No. (41-22) 338.83.38 


Form PCT/IB/308 (July 1996) 


3972462 


THIS PAGE BLANK (uspto) 


kTENT COOPERATION TREJ^/ 


HCI/JHUU/U/2IO 


From the INTERNATIONAL BUREAU 


PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 

/APO\ 

f TBI 1.15) 

ARUGA, Mitsuyuki ~ V^TTTV 

Kyodo Building \^A^/ 

o-o, iNinonDasninmgyocno i-cnome 

Chuo-ku 

Tokyo 103-0013 

JAPON 

Date of mailing (day/month/year) 

04 January 2001 (04.01.01) 


Applicant's or agent's file reference 
TH0024 

IMPORTANT NOTIFICATION 

International application No. 
PCT/JP00/07216 

International filing date (day/month/year) 
18 October 2000 (18.10.00) 

International publication date (day/month/year) 
Not yet published 

Priority date (day/month/year) 

19 October 1999 (19.10.99) 

Applicant 

TAIHO PHARMACEUTICAL CO., LTD. et al 


1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk!*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 1 7.1 (c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 
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Priority application No. 
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Country or regional Office 
or PCT receiving Office 
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of priority document 

15 Dece 2000(15.12.00) 
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(30) efctt^r-?: 

^ra^F 11/296817 
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2000^10^18 0 (18.10.2000) 


1999 #10 E 19 B (19.10.1999) JP 


B8|gSXm**5££tt (TA1HO PHARMACEUTICAL 
CO., LTD.) [JP/JP]; t 101-8444 RSfS^f it BB Eft ffl 
1 T S 27S±fe Tokyo (JP). ^EB^tt :t > << 
j) )\, x ) +t—¥#)\,— ~J (BIOMEDICAL RESEARCH 
GROUP INC.) [JP/JP]; T 158-0084 XJ|£|BS1£EB$I£X 
SJII 1-10-21 Tokyo (JP). 

(72) ma%; &&Zf 

(75) mw%/thmx (xmiz-oi^xnth): «j3s-£|5(soma, 

Gen-ichiro) [JP/JP]; t 158-0084 mj£t&t*Ba^E3i:i 
Jll 1-10-21 Tokyo (JP). 


(54) Title: ANTIURACIL MONOCLONAL ANTIBODY 


= (54) SrtBJKD*!*: SK^^isfritJ *? D— ^Utatt 


iti 


10*. ..A/» CONVERTER 
106. . .MEMORY CIRCUIT 
10I...3IGMU. PROCESSING CIRCUIT 
109. . -RESOLUTION CONVERTING CIRCUIT 

fluoride-based antitumor agents. 


(57) Abstract: A monoclonal antibody which reacts strongly with uracil and thymine but 
scarcely with N-carbamyl-£ -alanine; a hybridoma producing this monoclonal antibody; a 
method of immunochemical^ assaying uracil or thymine characterized by using the above- 
described monoclonal antibody; and diagnostics for DPD deficiency containing the above 
monoclonal antibody. Because of highly sensitively and specifically reacting with uracil 
and thymine, the above-described monoclonal antibody makes it possible to conveniently, 
quickly and selectively assay uracil and thymine in a sample. It is useful in screening pa- 
tients with DPD deficient cancer with contraindication to the administration of pyrimidine 
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(74) rtmX: *SEf, ^(ARUGA, Mitsuyuki etal.); T ^ft^SSS: 

103-0013 m^«B*5feE0*tiABBnTa3§6^- & — mfgm&m^9 

f^t^U Tokyo (JP). 
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m m m 

*%mt. 7 v it tf U ^ >IKW]®e4«t $> Z> D P D XJIEif 

t^SiT^^yk Ho t°U ^ > ? >-r ; b FP^'t- if (dihydropyr imidine 
dehydrogenase :JBTF TDPDj tHS"T) a*»eWC^SUTV>S#**#iaELT:fc 

^I'Jf^ffl^^il-S^i^^^^tlTV^ (Biochim. Biophys. Acta 683, 400- 
409 (1980) ) o 

grmizmft-£nz>Z\£fimznT^Z> (Adv. Exp. Med. Biol., 253A, 111-118 

(1989) ) o ^t. yv<t\zv*zs>&fflttmt:mBm\z&j*?z>miz* &l 
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ZJj&'P (Journal of Chromatography B. 672 (1995) , 233-239) . is =l — 
1^4-2 1 4 7 9#£t$R) o Ld>U +r>y;K0HS}^^ 

7->;i4C2tLT3 0-4 0 %OJKl5ttSWrs— HO'J ->*>K*rL 

T9 5-9 9%fe(Z)aiiKfStt^-r. fcTC(7)J:^^7yMya-h*^ 

T -5 0 7isMZ&<Kfo?%^; ?v-^JVirifo%:&l}iLtz (WO 

99/20748 ^&$B) o 

\Z N - * )W * 5 ;U - 0 - 7 7 — > Kl*r L T $ < £J£ L T 
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o^ffl £ji&-r & t> <t) t * & o 

WtcSJ^f Sd<hl;«tO. ^©^77 vJURtff^ >£IBHI. 
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B1H ^Ct^o-t;^ (CMU-l) tsu-ic^t, ^ 
(Hi60fl8) . 

m (affinity) ififc^Z\£.&^o. 


4 


WO 01/29207 


PCT/JP00/07216 


K(9&(::l®^;*ft5fc<BTtefc< . IgG. IgM. IgA. IgE, I g D<7) 

>EftUTH 7-/3dis^ isaeigc^ J^uic^ a^au^a^-f^n, # 

SSfeffl^ft*. U -yA° — Lift X^y^W<DA ; Ey7-> 

(KLH) , m&7)^^> (OVA) . ^7->jfil^T;Uy^> (BSA) . 
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5 -yot- 1 -±Ul^^^^)lO^'>^t'^^\yy^-t(D^^ 
f&HEttSn&t^a*. fclAtf, 7g£-&M7K^?* (B.F. Erlanger et al. : J. 
Biol. Chem. 234 1090-1094(1954)) XttfiftftlXr)^ (A. B. KARU et 
al.:J.Agric. Food. Chem. 423-309(1994)) l?©^(D^ffilzio Ttf o Z\ £ 
£7c, ISi^^ffitLT, -fAvx^h <A7-y> EDC m 
> n. y — is a > h (Immject Immunogen EDC Conjugation Kit. Pierce 

- 1 - ^M^y^fJW^y^-KLHXiiS - AO^rV- 1 -TJ^^v* 
W7y^-B S At®W?L< imWiSl, ^n^T^X#<D»j 

nmBM&izm&tzm'S* ^(Dm^m^ti^T^o x^^n^nr^mmw 
itfflm&m^z>z\tt)W£isi<\ Mwmz\t8-T-tf^y->m^07, (balb 
/cmm ■gmmmmft-Tr&'o, Mwicnp3/x6 3- Ag8 ex 6 3) 

[Nature, 256,495-497(1975)] , P3/X63-Ag8. Ul (P3U1) 
(Current Topics, in Microbiology and Immunology, 81 1-7(1987)] , P3/ 
NSI-l-Ag4-l (NS-1) (Eur. I. Immuno Meth., 351-21 
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(1976)] > Sp2/0-Agl4 (Sp2/0) [Nature 276,269-270 
(1978)) . FO (J. Immuno. Meth.. 35,1-21 (1 980)) . MPC-1 1, 
X6 3. 6 5 3, S 1 9 4^£^tf£ Z £f£L<«P 3U 1«T^ 

tt&m&.m&t Jin— ^mmtnmmi&'&i*. ^(D-xm (Nature 256, 

495-497(1975), Proc. Natl. Acad. Sci. USA 78,5122-5126(1981)11) Xted 

•oxfttitiZo msismmtLTtt, mzmmznz z\ £t£<migm^znz>7£ 

(OiT«E— <i> B#M*MJ®{fc^#£i ; ^BfrfelK 1 9 8 6 *p ) $£) . in 

&mm-rz>z\tfr-c^> m^it^jiu-^mmizKivxtriwm^mm^2-i o 
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^fttLTtt, flIAtfEL I SAfc 3i#Jn#&, X#-yhi£, JM 

tt» ^tt. Sft<k*<oa^e>» EL I SAS. ICP^ilEL I SA 
& £ jflj ffl T 5 d £ * L ^ o 

±ffi^ffit«fc- 3 TBit»$ns2js:feww/w^''j F-Tte. m#i o%<d^~> 

teJEifoflt ^ft-5RPM I 1 6 4 0^4 J tC, 0iJ*_«*5X 1 0 6 MM/mL£X± 

IZ&^X. &mzj&cx&Lm&feftM£l,xi 0 %v?*^7JU*+-> F£ffl<^ 

T, il^I^IUoT- 8 0*C^T> #J;U£$t#^*C- 1 9 5tT'§# 
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**HO/W^U 5«fc-3l;:R PM I 1 6 4 0, DMEM. 

(Mouse hybridoma CMU-1) li. C ^ vJUfitJ^lcMUTJKJETSlie^^^E 
y £o-^;MK#<?X A^Bft#y&^£LTWffiT$>0, 1 9 9 9^9^70 

\Zs mmmmmx.m^m^^ji^i:m^.wm^.m cb*s t305-8566 

TFERM BP-6 8 7 0J *i#4$nt^5. 

^zriy)VmS^^ XcSiKSffrU ->i-H^'J> ? >, yth*D^7y;k yk 
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^ftlT, DPD«^ai:gilT^yyM^$>&14>(:iItl) 
D P D * JSH# £: D P D £ L T 1 * & ^ JH# <t ^iSSUf £ © IC Wffl T * 3 . 

&ft5Z.t.1fi~e j g2>. Mfcmzlt. ELISAfe ^y^Ay'J^t'f. 3bt 

£-r, (a) *mn<D^y 9u-i-)vm£&&m(Dumzmmt\s~T:%>%, ta 
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te, &mUn*<D<y7z/)URZS^^><Dm$:. 0. 0 0 l~2mg/mL, £?£L< 
teO. 0 0 5-0. 5mg/mL©ttH-eSl3£l?^S. rafi5«-&ia*EL I SA^S 

(a) tfUgtLT (5 - An^V - 1 - ^M+y/W^yJl/) -yak; 
/1-«-&#£fi#K!ft3££ii\ Hffi^-r^c (b) JfiOgjWft*LTV*fc^@ffi* 
®&^£»M«fc*>A?»lcJ:0:7Dy*>^"r5. (c) CKD^t^^ 

ms^M!^^ <x«^» tss^wi-^s-frx. affirm -tfitfws 

±12 (a) IgCfc^T, Hffi-fbfitlgtLTffllr^ns (5-An$rV-l- 
*;U3j5=^->^^;U^7 7*>;i') -yal^y/t- IS^fttlTtt. fji£Lfc£1i<£>& 


ll 
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#5**, W%0. 0 1 ~ 1 0 0 Mg/mUSS. ^L<1±0. 4~5 0wg/mL<D 

m-?z>me:\zteTj^)i<Digm*m"D cm;:+#&*T&nta\fc < , st 1 ^x;i/$> 

P^^te. 4#K0JP&te&^\ 4 ~ 4 0 tlST 1 PtPiH tiS^i 

Wirt, W&T)V7^>. -)yjfiii7^S>, ^Mi^JfilM, X=^A5M, 

©^frtt, #^$iik^cC^^\ it 4 ~ 4 o tgs-c i mn—tsstit 5 

-fimfimVT&K) , S l < Si4 3 7*0*1^-? 2 B# 

c:tffl^bn?)i»ttLTH #J*.te\ Tween2 0 

&^tSV>M1&mffi& (PBS) (pH7. 3~7. 7) 7^3SbT^&o 

(c) igfc&^T, MW^<!:LTii#(:*^^^ MM~4 0t: 

iB#wg^T&3o sjsst v-f ^ 07V- h^ii^^ts. ^^T-ffl^ 

bnsilitlttt. ^KftJPlte^n&t,^ 0»J*_te\ Tween 2 0 £-a tT 
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PBS (pH7. 3-7. 7) 7&*3§UT^S. 

(d) IgC^^T, m=-Vifc£ LTtt, #J /Ui'TJU* U *X 7 7 If 
(AP) . ffift^-tf-fci^JU^v^— if (HRPO) . 0 h'/^- if 

<i3-Gs) , ^*;i/=i-x^-^->y— tf (go) , vuT—emvymm-cm^ 

tKW (t&—tiim \ZttLT%3 100-10, OOOfg, $?*L< «*?J2 0 0- 
1 0 0 0^<h^S«k^lC*^Lfc^— tri^SrfflliSCl^^MSLti. ^(D^WZ 
«7*D >y + >n*f fflt§fe©^P B S TtHLfcit, #l;U£0. 1%-ii^^ 
>£^-tTPBS (pH7. 3-7. 7) KfoU, mzffl 

fgLZnfc^WmiRfftZ 7 t CT^tJlB#Ffl^fT^:^>n. £f&&. 

*Si^(CckoT^fe$-&, 2 N<DN aOH&DUTLTmm fcffc&lktb. 4 1 5nnrC 

it £ -a- s 77 fe^ffl ^ e> . 
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tut. m&mmte. ^mo^y^u—rjimmzmxx, wmmit. mm 

Mmmi 5 — yn-t- 1 - *;^+->/f;W7>';i/ - ya UyA-ll^#o 
MSI 

-fAyx^7 h EDC D > a. y - v 3 > +7 h 

(Immject Immunogen EDC Conjugation Kit , PierceftffiD ^rffll/^ ^ttCD*^ 

(BSA) > (KLH) ££S^£-tf\ 5-^-1-* 

M+y^^7y^-BSA (XteKLH) 1g£ft:£»»L,fc. JI#I$K 
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1) 5 - ^n^E- 1 -ft )Vi£*r : s ^=5-)^^ 7 vJMmg?:, lmLtiO 
conjugation buffer (0. 1M MES (2- (N — Morphol i no) -ethane 
sulfonic acid) , 0. 9M NaCl. 0. 02%, NaN, , pH4. 7) \Z 

2) BSA (XteKLH) 1 0 mg£: 1 mL<7)conj ugat i on buf fertCilFfiPLfc. 

3) 2) TiilfcBSA (XttKLH) ^i2 0 0 /iLl:> 1) ®5-^a 
^E- 1 -ft)l^iy^^-)VO^iy)imm^ 0 At L&tfl -X^;U- 3 - (3 
^^-75y7'at°)V) (EDO 125wL (KLH©1^ 
H5 0itL) ZUttPLtZo 

4) 3) <Z>ittt£3 7rT21$Hifcft&. 1 0, 0 0 0 rpm T% 5 #fiffiato 

5) 4) T&£ftifc$§«E£D-V;Ph h^JBMfiftrt^A (D-salt 
Dextran Desalting Column) izWMV. 0 . 5mL/tubeT£HIi Lfz e 
-Ztl^tltoWftG) 2 8 0nm&tX2 6 0 wlz&ft &WWL&mfeV * &W<D\i— 9W 
ft&Mtf). 5 -m- 1 -*M+y^fJ^7y^-BS A (XteKLH) 

6) 1g-&te<£>fit!Ste. 5 - - 1 -*J^+y / W 7 ->JKZ)k' U i v 
>#»«itK:fc3fe-r*OD2 6 0nm#ifiO®^S^#f-rS3:t»C < t0fTo/S:. 
-?-05te*. 5 - y'n^E- 1 -*^y/fJ^7yJl/-BSAl^(;ML 
T> B S A 1 ftlr&Jt K)lZ7 . 3 liOS-^Dt- 1 -^M+y/f ;l/77 

I, frtfefezntz* 5-7*D ; t-l-M^+y^W7y 
;UKLHjg-&#K:WLTW:. KLHl^fcO 2 6{@© 5 -^n^E- 1 -77;U 
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BALB/c7^X5ECl 0 ng<DttM 1 -tDlttrisJW 

7yJl/-KLH^) ^^7D-f>F7yaAyh 2 0 0 uL^IIgrt 
tefttlstZo 2Mffl'&\Z 1 0 jti g<Dmm.*^tS. ^70-f>H7y*aA>h 
2 0 0 w L£^X©lgjKrtt£4-Lfc. 

WZWfWZiZ 1 0 ^ g<DMC£<afrPB Sjg*8£2 0 0 ^L^»S4 

u 3 amzmm^mmmzmmiyfto ^m^RPu i 1 6 4 omj&-c2®tk& 

Mlfe£RPM 116 4 Oig^^tCSS^I^-ar^o «HWRiSIK$ 1 5mL<Z) 
it'MSfcl^U lOOOrpm MTT'7^TO^« ±fif Bfc^Tio 
£tJ£Lfciifflfl££RPM I 1 6 4 0igtl OmLUSiS£-ti\ 3 

mLOis'iyi^C^U 1 0 0 Orpm ^iSTT 7 #FB^>k£fT^±m£l^«i&ltt 
13: 1 OmLH^^i^^RPM 1164 0igtf6£ftl*.ifc. J^J&<?)W&IHlJ&&$JftL 
t^Tjf5£ L/io J^±0^f^TISS b 5XD-?t 0fflfl&itt£- 

(1) Sxa-T^HflgcDPS 
SXD-TiiLTS-ytf^JXyiBttTyT, (BALB/c 

ia«sfkan&T*sp 3u p 3 u 1 amen*^* 1 oxfbs^ 

tfRPM 1 1 6 4 0JSJfcT8lftigF*LT43^fc. 

«tf^«*l BS©P3Ul*BlliaS:5 OBLiSiC^tC^L, 1 0 0 0 rpm , ^£ 
T5^Mjfi^L7t. ±?ifS&£I&'9l&^ itJSLfcP 3 U 1 M£ 1 0mL(D 
RPM I 1 6 4 OJ&ifiklSiSLfc. «M&»ttJfoJ*«£ffll>Tjfc£Lfc. 
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fln?ss»Lfc^xD-^ (P3uiw &m®M&izmwz. 
(2) mmm^ 

(i) tiSLtp 3u immtmmm2-cmmLrzm^mm^mm^w: 
P3ui* mmk) -.mfmmt mmm =i : s^i^t^u 

^iStZTl 0^K»fiLfc. 1 0 0 Orpnu ^i&TiS'frl/ <5&fifl> , 

fcS'fr^£0££-t*&J&*e>. 1 OfMBl. &jHM&&2 x l 0 8 i@£fcD lmUg*© 
5 0%#Ux^l/>^'Jzi— ;u (TW11 0 0 0) SrSslniU 0 

U>KlsIte*l^^fc. 3l#iffi#ai'M££lEl££-a:fca*£, 15mLCDRPMI 
1 6 4 0i£ife£3af.TT?^JnU 2 5mL©R PM I 1 6 4 0 igife£r 1 ^WT 

mjfJPLfco S?< fc^y^ >^£m>, rtM^^-CU, 1 0 0 Orpnu SiS 

(mi^mmtvxi. ex 1 om/mitiutzo > ^Mra^ 

£200~250 mL/^x;^^§=1;7I:9 6tWi£:7V— Hc^ufc. 
3 7t:, 5%C0 2 TT^ll^e, 10~14Bf|l§iLfc. 

HJfi«l3T^?>nfeA-r^'J K-"7»lll&l;:^T, J^TtC^-TEL I SAlCcfc 

9 6 7t< Ay "7V— Y\Z. ^7->^-BSAa^ft 1 0 At g/mL (BSAi 
*) S5 0uL/^xMtl, 4tt-»iLfe. ftB& 0. 
vX^l^> (2 0) y;i/t^>^E J "7^V- V mytW^ZLWm. Tween 2 0 
ffl^D n u) ^tTPBS (pH7. 3~7. 7, B*»H§S;OT. PBS-Tt^ 

r^c ) xiwmfr\^tz&. o. 2«-t?7f>2oo/iL$An, 37t:-e2^F 

frlX 4 -CTHftftl L fc. 

U K-Ti§S±tS^3 0wLi:PBS30 /iLtSS^L, 3 7 r T 1 PfKJgJfc 
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it-fc^ Xte (iii) 1 m g/mUEfT^X I gG (Bi ological^t^) -en 
^5 0 ju L/^xJKDSa-&T*An. 3 7*C. 1 I^FiflifcttLfc. ^^Tl'^xJl' 
£PBS-TT5EIifei*U 0. 1 %t7?>tl 0 0 0 {g^Lfc U "7 
^•X-7T^-iz (AP) Hii^^7.#^^^nyj >taft (SigmattiS!) £ 
5 0wL/^i^A^ SyCtlWil/:. ^(7)^. PBS-TT5 Inli5fc 
lmg/mLtCJ&5«fc"5Hp-— HD7x— ;UU>K— ^-h'J^A (Sl3tJE3iS 
itifrSD $lSWi:i§«LfcM^ 100^ L/^7x;K:Ati« 3 71CT 
3 0Mlim 2N NaOH£5 0 # L/^xMnt^U- h^^— 
"eig^bTJEJfc£f?lL2i*\ T< ^7U~fU — h U — & — HT4 1 5nm<Z)®%SS 


®J|7^ (%) =( 1 - Q D uracil O D coo.ro! > 

{ OD^-OD^J 


xl 0 0 


OD PBS :/W^iJ K-T^«±rf^:PBS(7)^TwjraU7tB#©EL I SAOi 
OD uracil : /Wyj H--7ig*±ff &^7 7">JUTffir^3SL/!:l^©EL I SAW® 

ytm. 

OD conlrol : JE^OX I gG(&*T*&gLfcl5©EL I SAfflM 

HB/0. 2mL/^7x;Ulrl 0%FBS^1 0 %BM condimed HI 
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<r>T££&*, COMm.5%. 3 7*C7?1 0-1 4 BH^SLfc. 

JURIES >l;:4#gW&ffi#£££T*iffllS<h LT* *l£ (2D3, 

2 H 1 0) 0 ^(7)c>*>CD 1 2 D 3 TMouse hybridoma CMU- 1 J 

Rlftl^Kb/c : FERM BP-6 8 7 0) . 

H»J5Tt#btlAc/\-r K — T£r, 1 0%FBSM'l 0%DMSO^ 
tfRPMI 1 6 4 Oi&J&tC&^T 1 x 1 0 1 fflM/mlttzZ>£-o izm&ls. 9 

Mffim 5 -etfen/c^y ^ a--t)imwM^/\-< h — ^ rMouse 

hybridoma CMU-lj ^1 0%FBSS^1 0%BM condimed HI (^— U > 
tf-TWWAMD ^ttfRPMI 1 640^1|-eCO ! Il5%« 3 7tT 

2-3 ammmL tz 0 

fEL I SA&KifS^T. *56W© ; ey^D--^-;Utri#CMU-10jE*E'ltS:Wi 

I7xj^fc0 0. l%<DTween 20S^LtPBS-TS2 0 0tfL 
0. 2 %t'7^>MP B S 2: 2 0 0 w L/7x;«L, 4t:Tl*£»SLfc 
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-15. (i) 3 0wL<D/ W^U K-^ig#±m(wPBS^ 3 0 // Lira^L/ifc 
(7), (ii) 3 0 n L0)/W:7*U K-V^#±rf tZ^SWU (0. 03-1. Omg 
/mL) ^tttl) PBS^30mLSP^T37'CT1 LfcfeO, XIZ 

(iii) UL/iDL(DiE^Y^XIgG (Biologicalstt^) f^'n5 0 
^ L/' r >x.;KDfiJ-&T±l2cDtriJ^^P^$-&fc9 6^7° V- V tC^JPU 3 7t: 

lmmmwistco x\z, ^n^PBs-TT5isi^t, o. i%-tf^>^-w 

PBST1 0 0 0m\Z^VtzT)ltl*)*7.7T5—Vmmn^O7.ijifc (—A 
tjiW. SigmafriS) 5 0 y L/^x;i/^ttL, 3 7 1 B$|U!;Sft«L7to 
P B S - TT 5 Ulifcit L , Hi?iSKi£$t ( 1 mg/mL p-n i t r opheny 1 
phosphate. pH9. 8) £ 1 0 0 u L/O x.)lto?L* 3 7 3 0 ftffltkWls 
7c„ ^OT, 2NNaOH^5 0/xL/^i;VM, ^£f?lt£i±, ^1/- h 
U-^-T4 1 5niD©^S^i^b^„ ffi. JtietLT. WO 9 9/ 
2 0 7 4 8-^^{C|2^/\-ryj K-7FERM BP- 6 1 4 1 

0 1 \Z. ^^m<D^y 2u-i-)l>irimz. ^->;KE>*£ 

0. 0 0 5~0. 5mg/mL©^ffl-e^tiJT#^) 0 Sfc. /W7*'J F-7FERM 
BP-6141 SJfeO^/^n— staffs U- 1 Kifc^ V^i/JKDmmm 

ofc (ii) ©IgT?, £^->;U (lmg/mL) (DttfrDC:, ^-F>?'Jy>. 
th'D^^yJk ytHPf5X ^5 >, N-#;|/A'^;i/- /3 -7 

^> (lmg/mL) ttnttm^T* mmzLx&m&m^ ^y^^^mt^ 
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9 9/2 0 7 4 8^&«l;:gB«a>/W:7U K-7FERM BP-6141S* 


1 









(CMU-l) 

(SU-l) 


95—96% 

41% 


91-97% 

5% 


8% 

91% 


8% 

2% 


22% 



32% 

26% 

v h > > 

15% 

15% 


- 0 -7=y-y iZttT 3 KfoWlSi fritz* 

M$3 0% (EDJ <Dt^(D&fc&m<Dmm. (mg/mL) ^^2tC^T. 


2 



ED 30 (mg/mL) 


0.03 

3^ > 

0.015 


0.39 
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±EOg*. V^zsMZzszL- h'^'J y>(0 1/l 3 
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St <£> H H 

2. miziszi.- H^7'J > ? >, y t Ko^7vMI/yt KofiXl^lt^ 

- is -77 - ><h©^sisi*^ i o %OT-e$>^»^ i mm&^y ^ d— 

5. 5-adt-v-i -xjitf^is^frry^i/fr&wimz&^VTnznz 
mm & %:<Dififcm*kfflm i^io - thus^ e» &m 2 n & a -r -7* u h - ^ 

6. /W^'JK-7^FERM BP- 6 8 7 0 #re&£§f3c3l 5 fBfttf)^/ 

8 . m&m i ~ 6 (D^-?nfr\zmm<D=E ; o u—i-)iV\W*m^z> z. t £#m 

9 . i~6 oiri-rn*wciH«<7>^Ey ^ □-^tri^^rr <&d p dx 
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a. ^wnm-rzKmnftm (Mtmvt&B. (ipo) 

Int. CI 7 C12N15/06, 5/12, C07K16/00, G01N33/577, 33/53 
//C 12P21/08 


B. 


mzffitzgcmfin mtsHffi&m (ipo > 

Int. CI' C12N15/06, 5/12, C07K16/00, G01N33/577, 33/53, 
C12P21/0 8 


^X'^rnvtzm^-y 1 '— * (t 1 "— *0>&fk Lfcfflg&) 

BIOSIS (DIALOG) , WP I (DIALOG) 


# ^ =f y — * 


WO, 9 9/2 0 7 4 8, A 1 (*ffl§^,&#:5&£f±) 2 9.4^.19 
99 (29. 04. 99) (77^-^1) 

J P, 62-299765, A (5tHi£A fOJ^^W^) 
26.12^.1 9 8 7 (26. 12. 8 7) (7t5!)-4L) 


1-9, 11 
1 — 9, 11 


□ cm<Dm.Zlzt>Xffi7!>mm£tiX\,*Z, 


TPj ESESfctigi B b"TC\ 7J^o®5fettw±3S<OSigi:/£5>ttSti 


11. 0 1. 0 1 


ISK5flSS$a^03§i£B 


23.01. 


B^B^fffr (ISA/JP) 
1 0 0-8 9 1 5 


ST- < 



4 N 


9 6 3 7 


03-3581-1 101 F*Jjgg 3 4 8 8 


iSPCT/I SA/2 10 (^2^- is) (1 9 9 8^7^) 


BgiiaiBg#-5§- PCT/JPOO/0 7 2 1 6 


&^8^3^ (PCT 1 7^(2)(a)) OM^ICfc •? . r OS^Sffi^li^a* tC«t 9 If ;fc<E>®ia<E>— S5ICOV>Tf^ 


3. □ ff*ro®H 12. ^JPIt*CD^HT-fcoTPCTj^aij6.4(a)(0^2^:S.TJ^3 5:<0^tC 

S£o TIE® £ tvTl ^ 


4. □ mSA^«^^i^rail^^S:^r»1rtt-Wf+L^^ofc<DT-, -0>SRHS«R6tt. ft*<7)fafflOg«3^IE® 
$ ft T -5 % W 5 ^<7>m* <7>® ffl IC o ^ T m*!c L fc„ 


SSPCT/I SA/2 1 0 (^l-<— -^O^S ( 1 ) ) (1 9 9 8^7^) 


E P 



<fi:8fc, te!StT*fliJ»40, 4l£fe) 
(PCTl 8^, 44) 


(Dmmtmr TH0 0 2 4 

^■aro*«t#{co^-c«:. Bt8R8»SE*^roaif«i-ja*p«iC(pcT/i SA/220 

PCT/J P 0 0/0 7 2 1 6 

(H./J.¥) 1 s. 10. 0 0 

«3fcH 

(.&. 1 9 • 1 0 • 99 



HKW3E«H^f^riEL7tCWBRW3E«*S:ffi-J£tfafliJJg4i* (PGT1 8 &) wfcfcicf^tWHAKSIttl-S. 


1. Hl^fSSfa^wSSI 

□ : wi^aj^ t fticsa $ tit 7 u- ^ •>y^f x i> i; i 5 s^iis 

□ ttMKSfc, roS8RW2«B8Jc:»aicFixfc*flalc:J:5EyiJ* 

3. □ jggflroiti— teaman lt<^ 5 (BnfM#.»s.) . 

4. &v\<D&m-$. (x) aiHA^ffitiiLfctwa-^ig-r-o. 


5. S tiiggA^^ismL^^w^^^-rc). 

□ »nnaic*$ixr^5J:?lc. &S6tfJBlHiJS547& ( P C T&HIJ38. 2(b) ) toJSJEicfc <o 

B □ tiJSSA^^Lfc-i:ii"9T'*5-5o S 'iL 

□ fcUaSAIiiaSrinSfc^ofc. 


i^PCT/l SA/2 10 (35 1^— V s ) ( 1 9 9 8¥7.fl) 


TH8S PAGE BLANK (uspto) 


